Please amend the application as follows: 
In the specif ication^ 

Replace the paragraph on page 18, lines 2 i- 24 with the ne „ 
paragraph below. 



The inhibiting effect of the compounds o£ ^ present ±nvention 
was estimated u3ing the a3say described ^ ^ ^ 
Scharpe and Marc van Sand., Clinical Chemistry, 31, 1936-1939 
(1985); and Wei Wang, Dirk F. Hendrlks, Simon S. Scharpe, The 
Journal of Biological Cheery, 269, 15937-15944 ll99 4) . The 
£SSgntiaj_a 5 p ect3 of the a « My .y.- ,, descrlbed ^^ ^^ 
reference s are set: forth b«lf, u 

Add the following new paragraphs immediately following the 
paragraph on page 18, lines 21-24. 
Principle 

CarboMypeptidaae U (CPU) acts on the substrate hippuryl- 
arginlne. Arginine i s cleaved off from the substrate, resulting 
in the formation of hippuric acid. Hippuric acid is then 
detected by means of HPLC. 
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Materials 

Chemicals 

it Acta ' 292, 25 ~ 4 °' t2 ° m - — — nsand 

»as fr om Alexis , ■ 

Shet ' Scie "tific i ot 

jjf^C syste m 

The system employed for mo=c 

co . —ement of generated hippu ric acid 

r *« u ' auto sampler Gina 50, 

auto sampler rack 5805.9210 uv d pi-« - 

" 1706 and ^«3er 
102 (Gyn*otek, Munchen, Germany) with Chr™ , 

y> With Ch ^omeleon sofware 

(version 6.00} and a ■ 

' ) and a Sperisorb C18, 5 ODS n-n 

UDS ' (lj0 ™» x 4.6mm) 
column using 85% KH 2 PO, (i 0 mM, pH 3 5 aH , , 

and 15% acet • ' P " ^ 101 

15% aceton ltrile as the 

Activation of proCPU 

Thrombin 

nM thrombin solution. 
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Thrombomodulin 

A 1 mL vial of 430 n M thrombomodulin (30 0 thrombomodulin, „ as 
diluted with dilution buffer Lo give a 48 nM thrombomodulin 
solution. 

PPACK 

PPACK*HC1 (5 mg, was dissolved in distilled „ 2 o « mL) . This 
solution was further diluted with buffer to give a 20 pM PP ACK 
solution. 
Dilution buffer 

The dilution buffer consisted of Hepes 20 mM, CaCl 2 5 mM, Tween 
80 0.01%, pH7.4. 
Inactivated plasma 

Citratod human biood was centrifuged at 200Qg x g ^ ^ 

at 4-c. The plasma was then, incubated for 12 hours at 56'c. 
ProCPU 

ProCPu was diluted in 50 mM Hepes b U ff er (ph 7 .1> to give a CP 0 
activity of about 0.5-1.5 mu p er sample in the assay. 

Activation of p roCPrr 

A solution of thrombomodulin (43 nM, 100 m and a solution of 
proCPU (loo m uere added to a solut . on of thromb . n ^ wo 

ML). The mixture was incubated for l0 min at room temperature. 
A solution of PPftCK ,20 „m, 100 m was added and the mixture 
was incubated for 10 minutes at room temperature. Inactivated 
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Plasma nOO //L) was added and the result ■ 

6 resu lting mixture was put on 

ice. 

<Upp»ryl-«*»i„. (503 mg) dissoired ^ so ^ ^ ^ 

The solution was sonicated prior to use. 
Internal standard 

2- M et hy l h ipp uric acid (291 mg) wss dissoived ^ 996s EtoH ( ^ 

- d i S tm ed H20 was then added tQ ^ a totai vQiume ^ 
mL . The solution was dlluted ^^^^ i ^ ^ ^ 

EtOH before addition to assay. 
£2»2XH2?I>ti^^ 

—ate ,30 ™, .0 rt) W as added to e aeh vlal . fl Qf 
• caroo xypep t idase D inhibitor Q£ different concentrationa 

the vials, one at a ti™. Ihe mixture _ ^ ^ ^ 

minutes at 37 °c Th= 

C The assay was stopped by adding Hci ( 1M 50 
*■> to one „ ial at . time every iQ ^ is secmds _ int ^ nai 

each „ial. The sample mixt _ _ ^ ^ ^ ^ ^ 
UPSlde ^ 30 ™- — then c8n tr ifuged for , 
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was e „ aporated to dryness using a stream ^ 
The S a mples „ ere re disSolved in ^ ^ ^ ^ ^ 
-IT- i- t he HPLC systera . F0I calculation of ^ affect ^ 
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mm""' ' - ~ 7 - 
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